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(54) BIODEGRADABLE AND INJECTABLE POLYMER AS SU ST AIN E D RELEAS E MEDICINE 
CARRIER 

(57)Abstract: 

PURPOSE: To obtain an injectable pharmaceutical composition capable of releasing a medicine 
over a long period and especially suitable for introducing the medicine into an intraocular region. 

CONSTITUTION: This medicine carrier composition for injection administration contains a 
physically mixed and pharmaceutical^ active agent and a biodegradable polymer and the 
polymer is a block copolymer of the formula A-B-A (A is a hydrophobic polymer or oligomer; B 
is hydrophilic polymer or oligomer) which is solid at 20-37° C and fluid at 38-52° C. In the 
block copolymer, the component A includes e.g. polyglycol acid, polyethylene terephthalate. poly 
(&epsi;- caprolactone), D-polylactic acid or polyglutaminic acid the component B includes e.g. 
polyethylene glycol. The pharmaceutically active agent includes e.g. ganciclovir. 5-fluorouracil or 
dexamethasone and is formulated in an amount of 0.7-70 wt.%, especially 2-25 wt.% based on 
total weight of the composition. 
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»J-7-U2 0-3 7'C<D?@ffl:^Hr@^-C*»3. 3 8- 
A- B-A<D^a-,*^£«rc**c 

* *£&teU ^W«Ii8flJ[soluble agents]. «<*fl| 
[liquid aqents], ffi>N8&T[micrcH>articulatesl> 
»'M*(* [microspheres] , J; * » >* * K©l fc^9^ 

o^^h». D-#';m L4<iM, tf-jjou* 

[*1 J /c7cOmtt9 .09-4 5 .4 5<DU>Prt. n 
1*6 . 1 5-4 5 .4 5<DU>^rttC*S. 

[qancyclovir]. 5 - ^il^D^ T^^DtTiU 
[acyclovir]. r*1M*V>. r 'J 7 A^/o > [tria 
mci nolone] . 7' U K — V > . V P £ * 'J X/ > [f loxuri di 
ne], K0VJUtfS/> [doxorubicin], ->;Ufcr-»[d 30 
aunorubicin]. v-f 7 [cytarabin 

e], /rhhis**-K ^<tc;^t^r^>*^iiW3 

C c: Srfttft f *tt*g 1 IBtt<D*fflaftffliftft. 

[qancvclovir]. fc,*c>'5 - 7fc*X*Wl/JMfcb9iR 
2hZC± m&tt *M*« 5 iBtt®X«aifttii£ 

MNCttOTO .5-7 0IIX©It!ffaT4C4t 

mstctt 0x2 — 25 mm%<omv u&t hctz® 
»<t 8 iatsos^afttertft. 

[8***81 0] MMftfiCf£1£ttJN££: A-B-A© 

awa/fttt. •/c;cua«5H l «2 o o oo* * 
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[0001] 

*««r*ft^lW1iI*[biodl!qra<tt>lc]'Ctt»pfttft* 
[0002] 

[ooo3] ccaosBBo^tt^w^rsji^ttttn 

bn-Cl^miitCOd^r^. Sffiti r|Rj [ocular] 
ST*ft£. igaUT«->rt»S. rBRj [ocular]i 

rffifflSnrt^J:^^ rggnj [extraocular] <h 
\t % BS^ffi, *J<tc>TO[eveba11]<!:lft[eyelid3i©ra 
O (WHO) 2SI«[spacc]i*«-rHr**. 
riS^fj «i«iC^tf, [fornix] *fctt«[cul 

-de-sacJ,taH*rD*Jj:c;ftll*ffi^fr*4. COgR 

[0004 ] ^CE)1$nFttlKn««K:»«l^»4r &occ 

[0 00 5] Hi quchi^li^RS^^ 3981303^, IHI398G 
51«, H399563»T*ftd*Ofit»«6J«B<CK«iA» 
tCOliTM7nL-CC»4. C<D»A«9«ia^<!:ft&<b(0fBi(0 
IK^^I®oaR»»[in the cul-de-sac of the eye-bal 
lJ^tC«^-ri/cA(C3O(DS^e,ff^tCjg0f9^. v> 
< ojWOMICHRWft'W W-^C 
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[the drug fbrmulationl^S^'&ffiftOSfRSO^^ 

[0006] 3!®^»»1529143^«^^^<DlSI«J*tt 
<Dtft<hBa&<D±<D±raS[the upper fomix]*iCM** 
[0007] Hu*es6tt*@^m420l2lO#r«l^<0 

[0008] Theeuwestt*@«i < r»4217898#riWeiU 

[0009] Kaufmantt*@ftft&4865846^, 1^4882 
150*f-CteJ8ft[rhe conjunctival sac](C4>&< t <>— 
^©'W*»ttfttt«B*fctt**ffl»[ointiiient carr 

* K) . #y (y'JayH) [poly(qlva>lide)l. spj 

tret**. 

[0010] Bric*itjnan6«^lil^^m4474751^-C*ij© 

nmis?i>&. CO»A«3«tt^OiR<om=lfttC^»pI 
JlfclWWPAttr**. lft»A«»iHM6»a)MMa 

[00 1 1 ] ±tt(DftiYWf^-t, ft&CD5£|*(7>.ftli*CC 

3#OffltM0>4'M * fcttE 0 K *> * Utt/hB [tl ssue 
0Dmpartinent]4'tCffi^Otcau/c^*lO. 5 

awattti6*T <»i*«ci9Wfrr*Ktt«0T) . is&to 

rbital] (BRJ*<7)fft6) , *$<fcO c -Y> r 5*M-*Jl> [in 
tracamerall <IR£SB#<7>* + >'<~r*9) 
IStt*<h*fHSff)K:. Cft*0«*fcAfljAO«CUttM£ 
frll^O&Ttfiii* [inpl an tat ion] <b (, > fcfltt tfjf-tt 

(0012] Woni#*II#»fS4853224*l"C. IflO** 
>M-rt«C«AT*/c«)0»/Kjc^^H2^«A3n/c3ei 
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tc* ->rii»-r * t <h*ir * *Ml&cDffl± urw, 5 -? 

eye lovir] 

[0013] Leetl*Btt»»48634574f?. 

HI9 <KS*<DttK) <DTK*tfWtcte*i£01-*C±ai 
T*£«J:4C<:tt8t3J'iTit&. co^'WattfteBtii 

10 

[0014] Kre7ancalciti*il^i^438837^r AO 

«<D^fi»3W*r*4. CQMKB3 O'C a 
Tri*«*r* o 1 2 5 - 4 0 -c<oiaSBH«:*»c»-c ffl 

[0015] Haslam*>tt*Il i 8ft3U474751^ I5JJ&447 

4752^r, ®ar«*T\ Ao>tmvYMir&#v? 

t«5-FU, y>*Wi/>, r 'J7Ai/ay>[tria 
mcinolon]. to £1*7 1/9 P tT^ [acyclovir]*** C 

**><DT&*. *Btt3ra44747S&tt<:<Dffi0)J3»ti 
(00 16) 

30 [£91®ft!£] *H£9Jtt ["jf j!,*-7-j [mel tamer] <t 

w»jtt«cffittttM*«Arsfc*©*o«ffltt*ciwr 

£. U^-ld^tpolymer conposi Uans]l2ft 

«*cio-c«A-r*ci*«r*6©r^r«w*tt*a* 
«wrt». *fc. *«fl>»s«iBA»rtri«rfb^s 
setae -rdwfti&i*. cn^cociw^^tbL^ 

t < «rawb-r * *©r**. 
[ooi7] *w%ib<d 1 «BBu. nmwtcrstt&aii 

[biodegradable]^ 'J -7- i «r^WT6IH 
40 HUNMJ:!)^*). CCKS»JWW/#y^- 
tt. 2 0-3 7X©ia*«Hrt3:H*r*43&<. 3 8- 
5 2 "CtDSKISiB, »*t<« 38-45 'C<DS!S« 

[0018] *«MWa>fc^--3©|!BiB». tfWIWtcri 
ttto^t^«!*Ai»«c«Ar**ttr*i. *<DT&± 

nraiMr«K*i a 7-«i2 0-3 7TOias^r«@i**c. 

3 8-5 2 -COiaiEi«r(-J:«i*r*0 . M^ljURIflJAtt 

50 sci^^orniRSsn^oawwtcrStt^wt^ 
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(0020) xm&wommmmt 2 0 - 3 1 -cr u 

Hf*r, 3 8-5 2'C(7)S«J|8r««£«j»I(i6, ^jttfift 

o"c*rfip(Kkt*ci*«r*, *©a©Mccft*±« 
mof^xzuimrz. c<omtmx<nBmm%m 

(002 1 1 *W»W©tt«^^iIJR*«A(**tcSi 

Bi-<3WaiRttrA4. OfrbC^Ufc^r v7[media] 
[0022 ] mVl&te* *) v-tt»J»f4*yttt«*0* 
ttMSWMMKffc. y sK V- A [liposome] *©«JOffl 

6frt, fiRSH*, [cytokines] . titUthO± 

[002 3] ^<<DWH^IIrt(cHSttW6C«(ttd^ite 

#><D*mi%xmmxz 4tt**»nr &c i(cn»ur 
[0024] **w©*tt«fflr 4c i^mmr 

««:*«. W*tf2 5y-S*0ttrlT5ffl*ft 
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zmztcHxmittzoxbz. ?zt*<Dmtbtc# 
x )^~\t®*KftMbWM*ftLmh<ox*>h. i>*»ft 
*ft»<t¥^fc»*sftri>fti>*6, $ttfl 
fl»tB* fctt£0H£te*aiS uriac -5 3 * iTSftBSrtt* 

ft 6 ft < ft * J: 5 4> c fc » * ft i \ 
[0025] *ft^O««ftfflift^ Lrtt. Jg&iftlW® 

10 am. AiDs^^^nso^Kftt'^^ifta-rs/c 
»KK(0WWi«*«c»«ifti»biit4«!»*waiT«ca 
«W"*C£ ft *fc. lfltt*lfflK®ttB[fibrt> 

blast proliferationl^^r i/c*tCtft>n-6 U-tf 
-f 'J [laser glaucoma filterin 

q sundry]* Uc»© 7 'J > 

»i^tCBS+CCjn^H*fc«!n^^[anti-innaflinato 

®mM<Dmfiic&m*Zotci>&uxi*i>. 

Jt8$<Dft£rtfejK[intra1esional therapy], S*3I<D 

M©«aitt*si:OTisrt^<Diittattftt'^*i. cn 

W©«H*rRS-r&fc©Tttftl*. 3*#ft6*#fcW> 

[002 6] *»W<D»*bt»HttWiMfflWfC«ttft 
<te»*Krt«W«c?IIA1-5fc«)flr)«fflr*-S. u*o 

enriift^fto. 

[0 02 7 ] **Wtt*»iI»^Wx*»ArSfc«E) 

[0028] *©tttt**r**r©t»i»5ij»ftijf; 

*?*ft!MJ!£«#r*. 2 0-3 7-cr(i@(**c, 3 
8-5 2'crw«(^<bft0, cn6(DiasrH6<7>fb^ 

waster a c ±*«t#t. *nei.l:©«»Hi6* 

a^'jv-. :/d 9 

h&*sBft*Rmt&wztoof i &Kj:^xmtotm 

SZVZCltfiXtZ. 

f 0 0 2 9 ] * U»# »J h 0 7a y ^ftS^ 

50 A - B - A 
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L<tixxrn<g£/rcTig£3*Ti>*<D#<fcu. w 

Wt> L-tf'JftB. ^ r ;^»J ^5>K[polvq1vtanic aci 

[003 0] »CC^$U^^J«?pI^rd;?J<tj V - 7h i; 

#M(e-*;:/p?* h»(Fa)-#»;x*U 
>^ , ;n-;U(PEQ-^»j(£_/77*P7^ h>)CD r 

i*H*Ttc * o x m*ftmt * x * f jus^s a,t i » 

[^2] CCtm«6.6 7-1 6.6 7©U>% n 
t*4 .65-1 7 .5 40U>^r*^ 

[00 3 1 ] CO^«;v-(7)^(cW*b^ll«fim. ft 
-T-M2,0QO(D*')(.e-tJ-7uy2 r >)©2ax;, hi. 20 
*H-ft600CD;K »; x * u > y y 3 - )lo I a ^. 7 h t<n 
-/P7*&S£<*"C**. co»-f^©*yv-ii»B 
m^cc J: o r -5 C £ tf-C $ 6 . 

[0032] £0Rqtto#y7~-7h'J -;^H H 
^aflRlfifi5t!?(D3 0ffifi%-9 9.5ffiffi 0 /o, *f*0< 

[003 3] K^Wnlttft^hU ?*X£ft?PC&S19 
rt*. lU«e)Mk0[)M&Lr». #>^*pe;i/[«an 30 

ciclovir]. Tt^D [acyclovir]. 7 
h[foscarnet] ( 5-7Jl/*P^ ¥tt*Z*J 
>. r U 7 AWP> [triamcinolone]. ^UF-V 
>, 7B£;*yS/>[flaxurid1ne]. K *vnet/>[do 
xorobicinj, ^Jl/f [daunorulbicinj* "7 4 

WJi/s, ^^7t:>[cvtarabinfi]. >FhU=rt- 
h J: t>'**y7x 

[0034] ««5«*«SjI«»^«5*{C, *<J)m$J& 
UlfCjPtOO. 5-7 0**%, W*U<«1-3 5S 

ft<>W*U<«2-2 5MS%^L,rt^-<* 40 

[0035] WT«:*IW©*Jaft*$ J: WJfflftKofr 

m*z>ttK±^xMimKymtz. ct\h<om 
tow\tmmKmztctotcmi*i*<Dx*>^x*& 

[0036] 

mmm\ : PEG6OO*PCL2000-Cig»S£LTPC 
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L2000- PEG600- PC L2000CW rt^ 5*7- fcUfc-r 

[0 03 7 ] PEG600, 19.7qu(0.033 PC 
L200a 136.2Qn(0.06&t;U)i^AJSV7^n^At\5 
0-6 0-CT2 4B*IBi0.5nra HqA$rCiB£T*. S 

#'J-*-MWMx*;l, (*ltttt) HUttetfU *<D 
$$£7 t 7 r v>tB2 7 ^;U^[WhaUnan No. 2 filte 

rira»i,TiwMti-r*. McttMPaott***?* 
u t&a*ft*:i*rii 

Hg)^ im (<5 0-C) Lfc*~:0*-C£**i*tf 

[003 8 1 *»W2 : PEG4 0 0*PCL 1 2 50 
rfc|»m£LTPCL 1 2 50-PEG4 00-PCL 

1 2 5 0©yjU*v-*MjST SM. 

[0039) 0. 04^KDPEG-400i0. 08 
*iUOPCL- 1 2 5 Oi«rAJB77^3(CAn5 0- 
6 0'Cr2 4KHM0 .5 mm Ho*£TriB£T £. Rj&to 

h±?z&ii*otcto<£m&itotftozmxto< . ±a 

7-fer>. £PP*JUA, i>*UBX*>, fcj^rn, 

* >>-;ufe«fctfx*y-n>#a*. 

[0040] 

**Jt©-»«^>v-©»i»«i3 7'cr* 
y>^«cAn. 5 5x;*-y>*-ciip(fcorA>o. 3 7 

(30^-3B) . 

[004 1 ] «t<*rtOWrtjfi^145trftLcDfflpatibiHtv 1 
lfetinc]*iJ:Cfl»rt«:IW**«ttlll^t:^ hmROMBB 

(anterior chanter, AC) kttmW&Oft-fiKft 
mWcJto*v-£&XTZCtlC*vXMNt>&Ct 

*«r & 4 . «^(*KT<w««Mmr <t o ifijir 

[0042] ft*»ffi UTtt. {b^«tiS%ISa5T^/<: 

[an 
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PCLS30-PEG1000-PCLS3O 
PCL530-PEG400-PCL530 
PCL5aw»BC600-PCL530 
PCL1250-PEC400-PCL1250 
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[004 3] 

[gancvclovir]<D «fc ^ kmmt'XVJ: l&t *>C tV* 

zwum. ureter cotzmvKtttmt'i. 5- 
30%-c**. xicjji,*^- -mmimzmft 

HICXCH^sCIn - [OCHTCHTlm - [OCCCH^sOJrrH 



* Aft*. 

[0044 ] *&wxwm&*3i,*xm't>mm}Tft* 

Cft 1 1 



Ut2) 



HTO(CH2)5C0]trfOCH2^H2O]m-{OC(CH2)5OlirH 
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31/57 AEH 
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31/71 ADU 
45/00 

(72)&i?j& x=Jvh ttxyx 

TS*)l3&%m, 33136 7U'jm V 
Xa- 1638 



BEST AVAILABLE COPY 



